Metastasis is a leading cause of poor prognosis and cancer death worldwide and according to reports, metastasis results in almost 90% cancer-related deaths (1). The early detection of cancer and better understanding of cancer metastasis can be incredibly helpful in management of disease (2).
increased after primary tumor resection from colon (20) . According to this study, primary tumor blocks the growth of metastasized tumor by blocking angiogenesis process. In this way, the stress at primary tumor place is reduced by release of cells and primary tumor further helps in blocking the growth of metastatic tumor.
There are several cases where there was spontaneous regression of primary tumors and especially renal cell carcinoma (RCC). Like metastasis, the process of regression is also very complex and many genetics, epigenetic, immunological, and neurological factors are involved, which act through apoptosis, immune system activation, tumor microenvironment, inhibition of metalloproteinases, lack of angiogenesis, and absence of specific proteins. All these factors act together and result in tumor regression (21, 22) . In addition, there are also several documented cases of spontaneous regression of metastatic tumor, but what mechanism is involved in this regression is still unknown and needs further investigations (23) (24) (25) .
According to different reports, all type of tumors can regress spontaneously, although, some cancers regress more frequently than others. In addition, not only malignant but regression was also observed in benign tumors [Sante Basso (26)]. Moreover, the dilution in numbers of cancer cells in the blood also stimulates the immune system and result in regression. It was observed that metastasis was less frequent in renal carcinoma patients who undergo hemodialysis, which indicates that, the number of cancer cells reduced due to their blockage using dialytic membrane. Cancer cells are slowly released in circulation from primary tumor, so more accessible to immune cells; and hence, immune system recognize these cells in better way and prepare the body to fight against cancer, which could be hard in primary solid tumor [S Basso (27) ; Sante Basso (26) ].
The primary tumor normally escape the anti-tumor response of the immune system and many factors play an important role for this escape, especially tumor microenvironment and immune system exclusion and ignorance (28, 29) . It indicates that the access of immune cells to primary tumor is less. In addition, if the patient are administered with autologous cancer cells, they enhance the anti-tumor immunity in patients, especially when the cells were engineered to secrete granulocyte-macrophage colony stimulating factor (GM-CSF), which indicate that circulating cancer cells are better recognized by immune cells and they mount anti-tumor response (30, 31) , so metastasis make the tumor cells more accessible to immune cells.
According to reports, the process of regression is more common in metastasized tumor compared to primary tumors [Sante Basso (26) ]. When cancer cells move to new location, the microenvironment at new location also affect the cancer cells and block its proliferation. In addition, microenvironment also lock the cancer cells, which reduce their number in circulation and so help in mounting the immune response due to dilution factor of cancerous cells. The cells releases from primary tumor are also not always form a tumor at new location. Moreover, after release from the primary tumor, certain tumor cells end up into lymph nodes, which are highly active sites of immune system, so these cancer cells are not only blocked but also greatly stimulate the immune system, which result in spontaneous regression of cancer. Several such cases of spontaneous regression of lymph node metastasis have been reported (32) . How metastasis is beneficial for the body is simply illustrated in Figure 1 .
On the basis of above discussion, it can be concluded that although metastasis is not good for treatment of cancer, as it is hard to treat cancer when it is not localized but there is also need to re-think about metastasis process, as it is a body's response to target the diseases and mount an immune response against cancerous cells. The nervous system modulate and facilitate metastasis to reduce the stress of cancer mass at its primary location and better expose cancer cells, so the immune system could recognize them and target these cells not only at its primary location but also at metastatic locations. Just like the old theory of release of cancer cells from primary tumor is changed, we have to re-think about metastatic process as metastasis is also helpful for the body in number of ways (Figure 1) . The new theory can also give us many potential new targets and ways to target cancer.
